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mmo&m &&&& 

3t-6s : ?'*:»9lU Na + -K + ATPase&tfGLUT-l$a^ffi##MllCM£ b, 
#bfc£^lC:iIMI^(apical)WCNa + -K + ATPase#M#t-£^i£*H]I&. 

2] FERM BP-6508*e»-6, »#3fil«*©ttfSt*Blfi. 

SURIfi?fe»«b, Na + -K + ATPase&tfGLUT-l«aiSfl:«««BJfiHJlK:S«Eb, # 

M^*b^t#l-lI'(Wl^(apical)ffi!llCNa + -K + ATPase#Jg<£ ^mitm&O 

[ff:£^4] h^>xs?ai — It59 h S: M v» S If 3 ia^ 

aiJfifeilf^««UT#&n*, fiM3ttSV409-S?Tffifi»fi : ?'«:*89il^ Na 
+ -K + ATPase&OtGLDT-l«»fifl:««IIJ»ttK:JS* U M## b fe £ tCfcflfll 

(apical)fl!flCNa + -K + ATPase#Jg£^£^:£jaiI]i& 0 

[0 0 0 1] 
[0 0 0 2] 
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[0 0 0 3] 

» t <Dmmtf£.mz & v ^ x l x v^ r^mm^mm © -3P3£ v ^ it* <d^x & n 

[0 0 0 4 ] 

-5% sv40#>f;ux©9--^T#ugCjfce : ?\ t: b/^tfa-v^^^^oHPVie MB 

^mzmAhxmmzmnmmis. ®ttmm<Dm?&t£ft&mm&*mnmz& 

ft* &f£»#fc2 4%T^5. £z:5#, Zl 0>#&*^ft0J^{C;J3 =fc Sa- 
il £^-&fli2£{C<l:oTfciU ^©fctfS*Hi!& : &ai§§SU me)©^*^^- 5?T 

tfcmmB^mxt^^x. -rxizm^^mm^m^-t^tc^ mwmm 

^mzm^m^m^mzmm*^m^<D^mm^mmhxmit-r^z\iiit 
m&>xmmx$>^>fe. 
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[0 0 0 5] 

wizm&mzM&&/u-£Mfc*mAmmzftmv. mtiwft%.f%&izte^xmiz 

i$X ; £2>fc®>3F'&\ZM%X%>Z> (Noble M. et al. (1995) Transgenic Research 
4, 215-225 ; Obinata M. (1997) Genes to Cells 2 , 235-244)„ V^^lCjt^ 

^^^^tiz^t)m^^^ti^x^^mitmm<DmiLizm^ sv4o com 

^^^^«tsA58 <D^-*?Tffimmfc?'Z:mAlsf~ V^^^V^-V* 
[0 0 0 6] 

nmwmnomm<^M.m^mmm^wmmm\zn^^wmmw^m%\z 
& v^t. W}®mm<»®>&-fr bmmtzmzmt>&mi&^±feMJfe<n®ttMMzm^ 
£*it^£o zom^izit, m,mz&-tz>izfcz>fflm : &m.nMiz/b 
mmmw}^ f>#srt amis ^tc#>. zfrizmt>zm&temffim-&vjM2tix 

[0 0 0 7] 

mm&m®: v * e> £ -r * mmi 

3 tfSlE4# 2002-30219 5 9 
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SV40v-^TmM«^£2§3iU Na + -K + ATPase^^GLUT-l^ffl^^Mflgll 
JCM££U #M^#tfe^^lC]Sffi!im(apical)fl!l{CNa + -K + ATPasetfM&'TS^ 

[0 0 0 8] 
[ftS £ #> ©#&] 

V40 ^-PTUMM^^mh. Na + -K + ATPase^^GLUT-lUji^^^lfflM 
ICM^EU #M^#l/feil^iC3l{il^(apical){aftCNa + -K + ATPase^M^E-TS^ 

stMj^icp-rso r © * ? teffiAtmm n v x t* ferm bp-65os *m^z> r t # 
x(Dmm.i^m^^^itMm(Dmmwim<Dm^izfsm^^tx^^o tot, e 

[0009] 
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£i\ SV40<Z)M,S^ffi^*«JM8ctsA58 (D^-¥Tffimmte**. «AH SV 
40<Z>S5^j£(ori) $r^^$-&fetsA58 ri(-)-2 W<D±>f J i*DN A£$5Rg^i 
BamHIT'^UTpBR322fC^ALfcy^^^ FpSVtsA58ori (-)-2 (Ohno T. et a 
1., Cytotechnology 7, 165-172 (1991)) fc^&lC^V^llS We^*JCifi|@S 
itSo dtf) «fc:HC lTHLfc^7X A KSrHiflfiSll^BamHI -efJ®T LT^* # - 

A(5,240b P )lC& % 7-^TSiIl^©^n^-^-A^«t5fc«), *©DN 
A^iAbfc7f MCi3V>TW:, ^©£T©#:ifflli£C^Tr(D*^(tsA58<Z> 

<d n z. zmmm&m$$<DM&mmz.*mte**i v^r * n -f > * */ a > lt# 

A58 ©^-^TmM»^^m^©^llS©^fe^Cffl^*ti^*^#A^ 
[0 0 10] 

T*£2> 0 #e>tt^J^*Jfctt33-'37 , ClCfeV>T*:^Jf5i|gS:#^, 39"CK;}3^T 

i^ifja sr^ifc-r -s &mm mm <D&tt,&n o&m * mm-* z r n w-e&&.t.^*> 
v ^>>/edta xmmhxmm^mm^. jtm^isa^f^mmm^mxr. & 

5 aJtE4# 2 0 0 2-3 0 2 1 9 5 9 
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-r*jwi&«c&¥«rrs- #&tlfc#l«lfi«c^cov^T^^fl^i^g6^:ffv^, Na + -k + at 

XHZte^X&fttemm®.*mnL. 2e>lCNa + -K + ATPase t. GLUT-lflr iUffift; <D$& 

•TSNa + -K + ATPase^]I^Jl(apicai)M©^ll§I^J:^M^i-SllHlia^-efeS 0 
[001 1 ] 

<d&x$>v. ##8fPitez:*ie>icj: y-fqre>RS^$tis*©-eii*;v> 0 

[0 0 12] 

SV40©Sg^'f£^^ Ml* tsA58© D N A £^ A Vf-Y^y*? 9 

V-f?n>f>^JC*S/3>lC ttSV40<Z>&M3tt&ft&iMft tsA58© DNAS: 
^ffiLfco ZlCDDNAtt tsA58<Z)4Vi*DNA£$JRg^i!i BamHlT?|3SU. pBR3 
22©BamHI gjS&lC^AU Sfi I @2#I£Sac IHC^gl LTSV40(Z>^gj&,&(ori) 
fc^-f 5ori(-)£:bfcDNA#n-->pSV tsA58ori (-)-2 (Ohno T. et al., C 
yto technology 7, 165-172 (1991) Fig.l #88) b&mK'ft^MmLtz.. BP*. 
. *»W«T*f|g.&1*Tfcfc:75;*^ KDNACOpSV tsA58 ori(-)-2&.1WR«* 
BamH I (^i@^*±ig) TfflUfcbfcfk TtfD -^^m^&lfr (1% gel ; ^~ D 
>#-*±iS) £f?^T^#-$#£:£filbfc524<)bp© tsA58© D N A (fi^K 
DNAlit) ft^^&f yfflbfe. ytf^-if^S (0.6 unit/100«g/f/l/ : Ag 

6 H}g#2 0 0 2-3 0 2 1 9 5 9 
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arase ; ^-U>#-*±§g) fC J: »J >f £ mM h tc^k. 7 * / -fr - 9 UUM 
AflLS, ^# J -JVtt&mMZft^'DN AtmfcLtc.. HUKLfcftSgDN A&T 
EA»;77- (ImM EDTAfc^t? lOmM Tris-HCl, pH 7.6){C$gj^bT 170MgM<£> 
ilDNAil^it. r©DNAM^A«A*;77- (O.lmM EDTAfc^fr 
lOmM Tris-HCl, pH 7.6) T* 5jtig/mU:fc& j: 5 IC#5& LT&AJB D N A^S: 

[0 0 13] 

9 * Ma^»I^IP^©-fcfBCi)T*M^ b fc&AM D N A|§^©V >f ^ n > ^ 
3i^i/3>ttTSH©5IMT*^o^o ffil»JRUfc8a»©.^-f X*- (Wistar) ^ 
y>&l!liflt1M#/I/12l$iai (4:00—16:00 5:^^^) , M^23± 2 "C, 

PMS £M (pregnant mare serum gonadotropin; PMSG) ] &Jtefl£fa&^b, 

human chorionic gonadotropin; hCG)] &&^bTi®38IgMP#!!3£f?o tz.%k. M 

££^bfco $$Wm%LX.&9W>t&^lZ\,%TD.KRBm (Toyoda Y. and Chang MX. 
, J. Reprod. Fertil., 36, 9-22 (1974)) b fc„ *«tLfcS»IBS 0.1% 

ty^n- (S/#*VflJg : Hyaluronidase Typel-S ) &-g'trmKRB?£ l t 1 '£37 
TC, 5^M©»*«t3il€:ffV^jajHjte'fe».*'Ufe.tfe, mKRB^l? 3 mfo&VTBm 
£ folk U D N A&AWlftt- T*C0 2 -> f > * a # - F>5 (5%C0 2 -95%Air , 37TC , 

tt&S&) ic«#bfc 0 rco^lcbT^iibfe^y h^lP©4H£la^{cDNA 

.©^&»fc. SADNA©^^ K^©#Att, «SLfi«K:WJ8bT#fe«J:y 
BUlfeDN A&PCR iSJC J: yiftfe. [^I^7>fT-; tsA58-lA, 5' -TCCTAATGT 
GCAGTCAGGTG-3* (1365 ~1384».ffiK:.« : S) f tsA58-lB, 5' -ATGACGAGCTTTGGCACTTG 
-3' (1571~1590g|S&lCffi!?§) ] bfe-. 3t^<Z>#A£^at>fc20E5 (J* 

7 ailiE^2 0 0 2 - 3 0 2 1 9 5 9 



10 — 296139 



i-312Mf&£^£#L£ll^><Z>t^>^^ — vZ^v N (HI9>f >:07-2, 
#07-5, #09-6, #12-3, #19-5, «.9>f >: #09-7, #11-6, #12-5, #12-7, #18-5, 
#19-8) r*ie>©G 0 fftO^^^yx-^'^y hi:9>f^*-5 

yh££KU i77-?>^-©27>f> (#07-2, #07-5) £jff§:7 T *>4f-© 
3^>f> (#09-7, #11-6, #l9-8)lCfeV>Tr^1B:f^J^^(Z)*^©'E^S:5i^L/ 
fe„ [0 0 14] 

IMMffl 2 ] 

sv4o©as«se^*RSE*t* tsA58<z>^-^T#y§c»>£ 

<Ml^i$l^ PBSt-J;<^Lm 2 mL<Z>*#LfcPBS #-eM^£ 1 
~ 2 mm 3 izmmht^ ffltyl,fcffi.1l&$:l mL©10X bU^"S/>/EDTA (0.5% T 

ryps in/5 .3mM EDTA; Gibco BRL*±|g) lzmffiLXmm#m (37*C, 20#|^) 

(10% FCS, 100 U/mL benzylpenicil lin potassium, 100 n /mL streptomyc 
in sulfate$:^tfDMEM) Xm&V1=. 0 #ClC 2 mL^^miC^ftLT 1 &©35mm 
♦ ifr*^-* — I/— (Falcon; Becton Dickinson£fc|g) IC^glL. 32°C<Dfi£W.1$7> 
Jg#3§ (5% C0 2 -95% Air, Wt*^* <*J.fS«#> Lfc„ 

{C 2 tm^f&U l&fSfcJ: h U ^i/>/EDTA M (0.05% Trypsin/0.53mM EDTA; Gibco 
BRLttSS) £#V^;i3<fc*l®im&ref?ofc. 3 ®(Z>i8&f5<Z>^, 10 2 ~10 3 ffl<D 

^©7£J& ?:^Ji!BJ^> £ & n n tt&Wu \^t=M?mm.Q> tiMm&^^u- 

rt* mm U5 S©jj!Dflattc (TR-CSFB1 ,TR-CSFB2 , TR-CSFB3.TR-CSFB4 ,TR-CSFB5) £ 

8 miE#2 0 0 2 - 3 0 2 1 9 5 9 
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Z.<D TR-CSFB3«£Xti&^£lfoX^X|g&fl5flf25m, #fN&£^te-fe > 
* - iC^ffc h feo FERM BP-6508 

[0015] 

iSiW^n hzi-;i/j 108-115 M, #±*t, I995^^f) tcfcy&MLfc 

o SnOffiffitfc mttWt'-10) §:90mm*^#$/^-l/-T|g5ftI^^^#bfeo EI 
tiLLtcfflm* 1 mL© 3 %SDS-PBS (pH7.4) -?? Rfigfl; Lfc^, M'fr (10,000rpm, 1 
0 &m) bt^B^&^bfct; K7#--K«S (BIO-RAD *fcS§ 

S g & SDS u t * u ^ K^A«^«rT*^HI^. -hntJI/D- X]glCi£ 

&£VTffiSMO^-i?TUm*?yxffift (DP02-C, CALBIOCHEMfrSD 2 #C#t 
faUVTM? ^m^tV^^IgG (Amersham#Jg) A£MJS21*\ 

A (RPN2106Ml)£M^T&ffibfco ICS*-*. ^1©^, #e>*lfc5S 

©»Jfi«c^r ICfc V>T^ - 2^ T#tlg(g Bit SrfitM b fc„ 
[0016] 





TR-CSFBl 


TR-CSFB2 


TR-CSFB3 


TR-CSFB4 


TR-CSFB5 




+ 


■+ 


+ 


+ 


+ 



[0017] 
Na + -K + ATPase£GLUT-lll3ljaffr<PSlfg 
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m^tit^mmm^mmmmh. mmmizftmzfrt^** -k + ATPase&tfGunr 

2^#£>4xfcifflil£lfcTR-CSFB &35mmtf 5 s ^3. (Falcon) h # 

A-^X<Z>_tlC*g«bfco m*?££l&3cU M&PBS Tr}fc?§>bk^ 4mL<Z) 
mfeWL (3% paraformaldehyde, 2% sucrose ^^mht^TBS) tcM^^UXlB^m 
jfcff^, PBS -e«fc<gfe#bfco 2mL«>^D^^>^ (Block Ace; XB&WkM 

t±m) Ztia*-. s7x:vimmmmLxzru^^y^Lt=.^ i #c*tffc (mNa + -k 

+ ATPase0 2 ^-tf-afjfifls:; UBI *±§S, X liMGLUT-l 9 -9- 3r ft# ; Chemiconfl:§g) 
■fcgfiT*ll&IHI£j£3*fc. PBS7?4ia»fe^«, 2«C*ft# (FITC^K/l/ffitfir-^f 
IgG; Capelth^) &£fiT*ll$IBLRjS3Ht\ PBST-4 0Sfc#bfco fctfetC, ^ 
^/ftbfe*BS:^ r U'feU>i*A*.(90X glycerol£&3 J:3tCPBS & 
Perma Fluor (Lipshawftfg) £0.1(V/V)X SsflDbfe*©) tlfAL, Vl^riT 

CLSM; Zwiss LSM 410, Zwiss%t§g) T'fffcofco 10^1 ffil&tt TR-CSFB3 T* 
Na + -K + ATPase (HDJt^GLDT-lCD^&Sfe. «©±&ttlfiTf-B:flMia 
l^iW (&IK4U) C##-r&Na + -K + ATPase^]g<K!l)S(apical){)l!f©g|M)^JtlcM : & 

•r*rt*e>, #e>nfe««flS<**^^Jt^MBS«icT*^si:ra^bfeo mo 

[0018] 

K*©K»«Kifew*L-^ay>©«3ai«fcJfc«'r«*fc'e 

mmm 2 r-mbftt~mmm^csFB3*2A'KMmtBm%-7 u~ mc.s x io 5 /^ 31 

^X^htCbfe. flg?\ Jg%&l&3lbT|&:£bfc&> 37TClCM«)fe uptake buff 
er (122 mM NaCl, 3 mM KC1, 1.4 mH CaClg, 1.4 mM MgS0 4 -7H 2 0, 0.4 mM KgH 
P0 4 , 10 mM Hepes, 25 mM NaHCq 3 ©»!**-5% C0 2 -95% 0. 2 ^O^IS/t^y > ^ b 

10 £tj|l#2 O O 2-3 O 2 1 9 5 9 
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T NaOH '7? pH7.4lCil^) 7^WIB«:iSfci£Lfc. 185KBq/mL © [ 3 H] -L-pr line £ 
^•tf37TCtC^tt)fc0.2 mL0> uptake buf fer ^fltJ^fc,, fc£U ^D'J>iI© 
uptake buffer », #MK3R#<Z>L U >7?0. 005, 0.01,0. 05 ,0.1,0.5,1,5,1 
0,20mMi:^SJ:^lCM^b^o 30#iS<Z)Ifc U ii^jRiS £frfcfc>1i\ iMJII«: PBST* 
3®gfe^Lfe^, lmLCDl%h^>f b>X-100 fc^tflmL© PBSSriflX., ^M"? 
— Jftgfgl/TnJWfcU tRfltS/^l^— S/s>##>*- (BeckmannftSJS LS-65 
00) *m^Tlfottm&&Wfelsrz.* X, #>A°?®:»£Bio-Rad tiDC^nf 

&<DzfUy h5£(V=Vmax X [S]/(Km + [S]); Vmaxttft^^^^gt, Km 
U*J£», [S]ttgMS§S) £ffiV^TL-:/n 'J >fflK>JM©Km JttKVmax 
$:#^*^^^&^Dy^AMULTI (Yamaoka K. et al.(1981) J. Pharmacobi 
o-Dyn., 4, 879-885) *m^TM%x\^tc a IS*t:B'2 Kla**. L — 

□ ([ 3 H]-L-proline) ©Jfc*J &&temm&i&ffi"£$> *J , f©Km 411*1.5 mM 
, Vmax -fit&2.4 nmol/min/mg protein "e&ofco ^*^Kn ^^iOR^^ 
7®fK$.gEtl^HCDl.l n»M (Coben L.A. et al. (1972) Brain Res., 30, 67-82 

[0 0 19] 

^Ciiya^bfeo fc^bNa + -free ^#T"efei^^fe*«Ptake buffer 

j£tfJ©Na + Sr-r^XcolinelCfi^bfe^CD^MV^feo X. M y<D%)%;*M 
>&Na + -K + ATPase©|M5!l 7? Na + ©il&43@e#$i§$c 
«) tiH-lCli, ImM > Sc^fc&Dbfe h 1/ — if — %i££i uptake buffer?: 

fMlfc. VN-rtl%)30^©iR^$:ff^o^. ^£0 3 IC^o Na + -free ^ 

frTTfttL-^n'j >comyji*^98%i®wstifeo x> ioM^TA>f >ic«fcy 

11 ffiH#2 0 0 2 - 3 0 2 1 9 5 9 
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[0 0 2 0] 

-£-?£$S3IU Na + -K + kTP*seRmLm-lW&&fttffflMmizm&l<. 
L/feil^lC]Iffiffl^(apical)<iIlCNa + -K + ATPasetfM^Ei" 2>WiLMti&. %.&SV40M 

[an 

®^5iLfellBB&tt(TR-CSFB3)©Na + -K + ATPase<Z>&^U& l^ — tf-XSf 

_hCD^Ktt-h®^e>*fe^«S:^^KT*Na + -K + ATPase&tf GLUT-1 ©»3g*i«» 
8,^5. T©¥K«> »r®CD0«K^^T]I«!fm(apical){|!llCNa + -K + ATPasetf 

[02] 
[03] 

1 2 ffi|E# 2002-3021959 
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1 
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mm 

^■«:#3BU Na + -K + ATPaseA^GLUT-m^lS^^^ilSM^^L, 
tz. t.i*KWSSttk (apical) fljj fclNa + -K + ATPasetfj^-r StfStifflflSo 
SV40^Jg^&^^ Mlfc tsA58 CD ^ - T JfiKMte^- £ # A Ufeh5XS?x 



1 



£{J§E#2 0 0 2-3 0 2 1 9 5 9 



10 — 2 96139 



StS43SC UJTSRNATCONAL FORM 



[ 



] 



ft* 

S> X * 



BUDAPEST TREATY ON THE INTERNA T I O — 
JIAL RECOGNITION OF THE DEPOSIT OF 
MICROORGANISMS FOR THE PURPOSES OF 
PATENT PROCEDURE 

RECEIPT IN THE CASE OF AN ORIGINAL 
DEPOSIT 

issued pursuant to Rule 7. I by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this 
page. 



3 2 9-0512 
1 93* 



i fy^yra^Egt : ; 

TR-CSFB3 


<«&•*) 

FEHM BP- 6508 


2 r 


fl^ftWRO«ffl^Jt^SS — : — ■ — — 
















3* 










4. nzmte&zm : - : — 




s. mmamkm. _ . — - 



National 1 : 
S Agent 



bioscience sad Homm-Tcchno log?' 
rial Science and Technology 



Or. Sh Cn 




t D i t e c t o r — G e n e r a I 
(Sfltt3 0 5-856 6) 



1—3. Higaabi 1 chome Tsokuba— shi Ibaraki— kei 

305-8566, JAPAN 



«U 0* (1998) 9^180 



2002-30219 5 9 



#3* 10-296139 



<m&mm • manm> 
[4##ffl«Ai 
[»sa##] 

[ftJlA] 



395007255 

«*jRT#Kwa*»r*^T*«^re#5 i 9 

#»A 

100090941 

*]KIP«r i l&KE9«l"T'B2#l-S > ^81^/1/8 



1 



ffiSEtf 200 2- 302 1 959 



10-296139 



ffi m A 



•8W5fl## (3 9 5 0 0 72 5 5] 



1 . H 1 9 9 5^ 3H310 

ft m «§7KMTiaJM8PS#wT^Ta^7e# 5 i9#« 
& ^ ^^ft^-f ^x-^.-^ juv-m$tm 



1 



ffi|E# 2 002-3021959 



